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' SUBMISSION TYPE DOCUMENT DATE

. ORIGINAL

AMENDMENT
AMENDMENT
AMENDMENT
AMENDMENT
AMENDMENT
AMENDMENT
AMENDMENT

NAME & ADDRESS OF APPLICANT:

25-FEB-2000
31-MAR-2000
03-APR-2000
17-MAY-2000

- 30-JUN-2000

03-NOV-2000
07-DEC-2000
15-DEC-2000

’ ‘DRUG PRODUCT NAME-—

Propnetg
Established:

Code Name/#:

Chem.Tv?e/Rviv. Type: -

- PHARMACOL. CATEGORY/
PROPOSED INDICATION:

DOSAGE FORM:
'STRENGTHS:

- ROUTE OF ADMINISTRATION:

RJOTC: -

SPECIAL PRODUCTS:

- (Ifyes, fill out the form for specxal products and ,
deliver to TIA through team leader for data entry)

Kalamazoo, MI 49001-0199

“Detrol™ LA
Tolterodine tartrate
Kabi 2234

PNU-200583E

38

P

C :«mcnle extpndgd releas

2mg and 4 mg

-~ QOral

X Rx__0TC

__Yes X No

 DATE REVIEWED:19-DEC-2000—

' M_@WR Mlchael Ortwerth
CDER DATE ASSIGNED DATE
28-FEB-2000 ' 03-MAR-2000
03-APR-2000 * 04-APR-2000
05-APR-2000 -— - 11-APR-2000

_18-MAY-2000  23-APR-2000 _
03-JUL-2000 = 05-JUL-2000
06-NOV-2000 13-NOV-2000

~ 08-DEC-2000 11-DEC-2000_ - —~
18-DEC-2000 19-DEC-2000
' Pharmacia and Upjohn o
7000 Portage Road
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CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR FORMULA,
MOLECULAR WEIGHT: ' :

. .~ Chemical Name: (R}WDiiSdpmpyL3-(2-hydr6xy-S-methylphenyl)§3-- ,
‘ - ~ phenylpropanamine L-hydrogen tartrate _

T

e . Compéndial Name: Tolterodine tartrate CAS Registry Number: 124937-52-6.

Structural Foﬁimla:

OH

Molecular Formula: C,H;;NO; Molecular Weight: o

SUPPORTING DOCUMENTS:
Type/
Number

Holder '

Status | Review Date

15-SEP-2000

[Adequate] NA |
' AShaw - -

[Adequate] | 23-APR-1998 NA
- o L . AAl-Hakim

[Adequate] | 20-MAR-1999 ~ | NA
o . .| HKhorshidi
v b 16-FEB-2000 -
' . | KSwiss ] —
[Adequate] | 16NOV-2000 - | NA
J . MOrtweth -~

1 -—

[Adequate] | 12-MAY-1999 NA -
' RHarapanhalli

/ ' : [Adequate] | 16-NOV-2000 | NA
: MOrtwerth
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Subject - | Holder Status | Review Date | Letter
|- ~ v ) Date .
10-SEP-1999 NA

P 1 {Adequate]

7 —+SZuk

_ - - .| [Adequate] | 22-FEB-1999 | NA

’ -~ __ | RFrankewich-- -

V — U U R R — - - - - -—

) ) [~ . ) v
R | [Adequate] | 01-SEP-1999 | NA
- JVidra

s

I i [Adequate] | 06-DEC-2000 NA

o / : " | MOrtwerth

[Adequate] | 06-MAR-2000 NA-

S GGill-Sangha
] - -
) [Adequate} | 13-AUG-1999 - NA
l/ JVidra .
’ S —. [Adequate] | 28-JUL-1999 NA
e . JVidra

 RELATED DOCUMENTS (if applicable): NA

'CONSULTS: = - I - -

- Due to Agency pbi_icy on Tradename review, a consult was sent 1o the Office of Post-Marketing
- Drug Risk Assessment (OPDRA) on [18-JUL-2000]. A Consultation Response (see Attachment
1) from OPDRA dated [28-SEP-2000] was received which gave the following recommendation:

T “QPDRA does not vmcc:)mmqnd’ih'e use of the modifier, === for tolterodine exteﬁded-
release capsules. However, the use of the alternate modifier, “I:,A”, is not objectionable.”

Since this review decision was made for an NDA with an action date within 90 days of the

em - OFDRA review, OPDRA considers this their final review. :

~ An Establishment Evaluation Reqdést was submitted on 05-APR-2000 to the Office of Compliance v
and an overall recommendation of ACCEPTABLE for the drug substance and drug product -
manufacturing and packaging facilities was provided on 07-DEC-2000. (See Attachment 3).
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~The drug product manufacturer is Intcmatlonal Procc"mg Corporatlon in Wmchester Kentucky

Mlchlgan and the secondary packa el ‘,rsf’. o . Pharmacia.
~ and Upjohn in Kalamazoo, Mrchrgan will also function as an altemate control operatrons facility for -
the drug product.

In the submission dated 1'7_-_MAY¥2000, the sponsor requested concurrence ona Diétrict Office

District Office decision to be acceptable.

Through the approval of NDA 20:771; Tolterodiné tartrate is marketed as an immediate release
_product in 1mg and 2 mg doses by the sponsor. The submission of this application (NDA 21-228) is
for a new extended release dosage form for the treatment of patients with overactive bladder with
TSRS '

The drug product proposed for marketing is to be manufactured in a capsule formulation. As of the
date of this review, 12 primary and 3 supportive stability lots have been provided for the drug
product capsules in multiple packaging configurations (foil blisters and HDPE bottles). In the case
of primary stability lots, 9 months. of sfability data is provided for 25°C/60%RH and 30°C/60%RH
storage conditions and 6 months of data is provided for the 40°C/75%RH storage condition. For the
supportive stability data, 18 months of stability data is provided for 25°C/60%RH and 30°C/60%RH
storage conditions and 6 months of data is provided for the 40°C/75%RH storage condition.

Amendment Submissi(ms - 7 -

[ 31-MAR-2000 | Thisisa revrsed edition of Item 4 (CMC) Vol. 2 to replace the ongmal submission
volume 2, which was: mxssmgﬁgules on pages 30-66. :

03-APR-2000 As requested by the chiemisiry reviewer, this is the sponsor’s listing of all facilities for
- the NDA as well as a statement that all facilities are ready for inspection.
17-MAY-2000 | This is a Manufacturing Process Development proposal sent to the FDA supervisory

: investigator at the Cincinnati District Office. The submission was sent to the reviewing
- -chemist for concurrence on the District Office recommendation.

30-JUN-2000 This amendment includes a stability update for Tolterodine tartrate drug product, a
— encapsulation equipment addition, and a new testing facilify for excipients.

03-NOV-2000 | This is a letter of authorization to cross reference supplement submission SCM-003 for
NDA 20-771. SCM-003 is a prior approval supplement for the synthesis of Tolterodine
"tartrate via manufacttmn"g process B which was approved on 25-MAY-2000.
07-DEC-2000 | This submission is in response to the CMC IR letter dated 22-NOV-2000 sent to the
sponsor.
15-DEC-2000 This is the sponsor’s mponse to final requests for changw in labeling, which included

the»
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CONCLITSIONS & RECOMMENDATIONS:

" PAGE #5 of 80

From a Chemnstry, Manufz"urmg, and Controls perspectxve this NDA may be APPROVED

— Michaﬁ Grtwerth, Ph.I3. Date

: : Review C‘emlst, HFD-580
— o \% IJ.;IC.?‘QGOO
= Moo-Jhong Rhee, Ph.D. Date -
- ' ChemistryTeam Leader, HFD-580 -
cc: - : :
Org. NDA 21228 .
- HFD-580/Division File - T : _
HFD-580/MOrtwerth L —
~ - HFD-580/CSO/EFarinas. o -
HFD-580/MRhee - S o
R/D Init by: MRhee S — filename: N21228.001.doc
APPEARS THIS WAY
ON ORIGINAL -
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08-DEC-2000 o i : FDA CDER EES i ; Page lof 4
ESTABLISEMENT EVALUATION REQUEST . .
) Dz'mn. REPORT

Application: NDA 21228/000 " Action Goal:

Stamp: 28-FEB<2000 ~ ' District Goal: 29-OCT~2000
Regulatory Due: 28-~DEC-2000 -7 Brand Wame: ' "‘ T
2/4MG CAPS ~

Applicant: PHARMACIA AND UPJOHN

7000 PORTAGE ROAD . .. Estab..Name: :
mmzoo, MI 49001 - Generic Nm 'rox.moomz .
, s - LT 2/4HG CAPS
Priority: i e e e e L
Org Code: 580 ° ™ = . Dosage Form: (mz'mmr.o RELEASE CAPSULE)

- - - Strength: 2MG AND 4MG
. Application Coment: THE SPONSOR . PROPOSES THEIR EXTENDED RELEASE CAPSULES FOR THE

M
FDA Contacts: E. FARINAS (HFD-580) - 301- 827-4260 ’ Project Manager
B M, ORTWERTH - - - .+ Review Chemist
M. RREE - (HFD~-580) 301—827‘4237 . Team Leader

Ove:all Recomendation' ACCBP'!’BBLBon 07-DEC-2000by M. GARCIA (HFD-322) 301-594-0095
Establishment:

—‘!’

DMF No: —— .. 0.7 = . © ' ARDAr P

Responsibilities: ‘ : : - .

Profile: CTR - OAI Status' NONE -

"Estab. Comment: | — ' {on 05-APR-2000 by M.
‘ ' ORTWERTH () ) A ‘

Milestone Name . Date Réq. Typelnsp. Date Decision & Reason Creator . ] .
SUBMITTED TO OC . 05-APR~2000 o . . ORTWERTH}i -
OC RECOMMENDATION 05-APR-2000 - ACCEPTABLE . DAMBROGIOJ ™

BASED ON PROFILE

Eatablishment: 1528607 )
- - IRTERNATIONAL PROCESSING CORP _ . ' ) -

1100 ENTERPRISE DR — : . B
- WINCHESTER, KY 403919668 ) - )

- DMF No: - =wwwer ~ ! AADA:
Responsibuities. - FINISHED DOSAGE MANUFACTURER v :
. FINISHED DOSAGE RELEASE TESTER - ‘ : - -
e FINISHED DOSAGE STABILITY 'rzsrsa ' -
Profile: = =~ CTR OAI Status: NONE

Estab. Comment: MANUFACTURE AND QUALITY CONTROL OF BEADS. ENCAPSULATION, QUALITY
CONTROL, RELEASE TESTING, AND STABILITY TESTING OF THE DRUG
PRODUCT. {on 05-APR-2000 by M. ORTWERTH () )

Milestone Name . Date TypeInap. Date Deci.sion & Reason Creator
SUBMITTED TO OC OS-A_PR-ZOOO e T ORTWERTHM
SUBMITTED TO DO 05-APR~-2000 10D - DAMBROGIOJ
ASSIGNED - INSPECTION '07-SEP-2000 PS — SEASTHAM
ASSIGNED INSPECTION '12-SEP-2000 PS . SEASTHAM.
ASSIGNED INSPECTION '12-SEP-2000 PS SEASTHAM
ASSIGNED INSPECTION '12-SEP-2000 PS . ’ - SEASTHAM

ASSIGNED INSPECTION '12-SEP-2000 PS - - ' SEASTHAM
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08-DEC-2000 " FDA CDER EES .7 " Page 20of 4
‘ ESTABLISHMENT EVALUATION REQUEST v
3 . DETAIL REPORT ~

“Establishment: L,

DO RECOMMENDATION  25-0CT-2000 . .. : . RACCEPTABLE - SEASTHAM
. , INSPECTION
AN ON-SITE PRE-APPROVAL INSPECTION WAS' PERFORMED 10/17-19/00. NO
OBJECTIOKABLE CONDITIONS WERE NOTED AND FIRM IS CAPABLE OF MANUFACTURING AND
TESTING THE PRODUCT. :
OC RECOMMENDATION .  30-OCT-2000. o ACCEPTABLE DAMBROGIOJ

_ ‘ DISTRICT RECOMMENDATION

At

DMF No: . ' . ARDA:
Reaponaibilities. e o .
Profile: CTL : . ORI Status: NONE
Estab. Comment: -~ """ "7 TTTTTIT Soms mom —meo soeemmmimoos oeos moonemoom oo oo
W.

Milestone Name Date Req. ﬁpelnsp. Date Decision & Reason Creator
SUBMITTED TO OC 17-0CT-2000 o - o RHEEM
OC RECOMMENDATION 17-0CcT-2000 . - . ACCEPTABLE DAMBROGIOJ

: " BASED ON PROFILE B
Establishment: ' . , , RS
DMF No: = . ' . - AADA:
Responsibilities: i

——0 -
Profile: CSN ’ ORI Status: NONE
Estab. Comment:. ’
b o

DYy M. URIWEKTIH () )

Milestone Name Date Reg. Typelnsp. Date Decision & Reason Creator

SUBMITTED TO OC 05-APR-2000 ORTWERTHM
SUBMITTED TO DO = 05-APR-2000 GMP . ' " EGASM
ASSIGNED INSPECTION '07-APR-2000 GMP - EGASM
INSPECTION SCHEDULED 16-AUG-2000 26-SEP~2000 IRIVERA
INSPECTION PERFORMED 12-OCT-2000 27-SEP-2000 - EGASM -
DO RECOMMENDATION  07-DEC-2000 - ACCEPTABLE . EGASM
' 'INSPECTION .
OC RECOMMENDATION  07-DEC-2000- . ACCEPTABLE EGASM

- DISTRICT RECOMMENDATION

Establishment: 2650013
PHARMACIA AND UPJOHN CARIBE INC
HIGHWAY 2 KM 60.0
, BARCELONETA/ARECIBO, PR 00617 )
DME NO: oo - = ARDA:
Responsibilities: DRUG SUBSTANCE MANUFACTURER
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e

08~DEC-2000 FDA CDER EES " _Page 3of 4
- . ESTABLISWT BVALURTION RBQUBST
— DETAIL REPORT

DRUG SUBSTANCE RELEASE TESTER
DRUG SUBSTANCE STABILITY TESTER
Profile: CSN . OAI Status:-NONE

Estab. Comment: HANUFACTURB (STEP 4 AND MILLING), QUALITY CONTROL, RELEASE, AND
STABILITY TESTING OF TOLTERODINE L~TARTRATE B-PROCESSING DRUG
- SUBSTANCE (on 05-APR-2000 by M. ORTWBRTH (RN ]

. Milestoné Name ~ Date Req. Typelnsp. Date Deciaion & Reason Creator

SUBMITTED TO OC 05-APR-2000 : . ORTWERTHM

OC RECOMMENDATION  05-APR-2000 o Ap_capmm.s,-_.. _ DAMBROGIOJ
T BASED ON PROFILE

Establishment 1810189 .
PHARMACIA AND UPJORN CO
7000 PORTAGE RORD : ' —
o KALAMAZOO, MI 49001 : : e
DMF No: === . . . ARDA: - .
Responsibilities: DRUG SUBSTANCE MANUFACTURER .
‘ " DRUG SUBSTANCE RELEASE TESTER '
DRUG SUBSTANCE STABILITY TESTER-
FINISHED DOSAGE LABELER
FINISHED DOSAGE PACKAGER A S
FINISHED DOSAGE RELEASE TESTER ) : -
FINISHED DOSAGE STABILITY TESTER
Profile: CSN OAI Status: NONE

Estab. Comment: DS OPBRATIONS: MANUFACTURE (STEPS 1-3, ALTERNATE FOR STEP 4),
QUALITY CONTROL, RELEASE, AND STABILITY TESTING OF TOLTERODINE L~
TARTRATE B-PROCESS DRUG SUBSTANCE. ) o
DP OPERATIONS: PRIMARY PACKAGING, LABELING, QUALITY CONTROL,. AND
FINAL RELEASE OF THE DRUG PRODUCT. ALTERNATE FOR CAPSULE RELEASE
-AND STABILITY TESTING. (on 05~APR-2000 by M. ORTWERTH () )

Milestone Name Date Req. Typelnsp. Date Declsion & Reason Creator

SUBMITTED TO OC 05-APR-2000 ) . ) ORTWERTHM
OC RECOMMENDATION 05-APR-2000 : ’ - ACCEPTABLE E DAMBROGIOJ
_ _ . - BASED ON PROFILE

- Profile: CTL _ ORI Status: RONE -
Estab. Comment: v —_ .
Milestone Name Date  Req. Typelnsp. Date Decision & Reason Creator
SUBMITTED TO OC 07-APR-2000 - e  ORTWERTHM

OC RECOMMENDATION  07-APR-2000 i ' ACCEPTABLE FERGUSONS
: ' - BASED ON PROFILE

_ Establishment: 9610190

_ PHRRMACIA AND UPJOHN SPA A
- MARINO DEL TRONTO, ASCOLI PICENO, IT
DMF No: — . "~ AADA:
Responsibilities: DRUG SUBSTANCE RELEASE TESTER
DRUG SUBSTANCE STABILITY TESTER
Profile: ’ CTL OAI Status: NONE

Estab. Comment: QUALITY ‘CONTROL, RELEASE, STORAGE, AND STABILITY TESTING OF _
TOLTERODINE L-TARTRATE A-PROCESS DRUG SUBSTANCE. (on 05-APR~2000
by M. ORTWERTH () ) :

- Milestone Name Date Req. Typelnsp. Date Decision & Reason Creator .

SUBMITTED TO OC 05-APR-2000 o . . : ORTWERTHM
SUBMITTED TO DO 05-APR-2000 10D EGASM } e
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08-DEC-2000 FDA CDER EES Page 4of 4
ESTABLISHMENT EVALUATION REQUEST - .
DETAIL REPORT
- ASSIGNED INSPECTION °07-APR-2000 GMP ‘ EGASM
_ INSPECTION SCHEDULED 12-SEP-2000 13-0CT-2000 IRIVERA
INSPECTION PERFORMED 16-OCT-2000 - . 13-0CT-2000 EGASM
—- DO RECOMMENDATION  07-DEC-2000 _ : ACCEPTABLE EGASM
) . INSPECTION
OC RECOMMENDATION  07-DEC-2000 - ACCEPTABLE EGASM - _
: DISTRICT RECOMMENDATION
APPEARS THIS WAY

ON ORIGINAL-




~Pharmacia & Upjohn Company

NDA 21-228 | - :
Tolterodine extended release capsules

i Statjétics review(s) and memoranda regarding dissolution and/or stabiiity

Not applicable-for this submission.
- - ( ) B ’ e —_—

R APPEARS THIS WAY )
I ON ORIGINAL i
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Memorandum to the File

To: ‘NDA 21-228 ' ' L
From: MJchael Ortwerth, Ph D Review Chemlst Mfo I >§L-3v/ -po

mmtrv‘l’éam Leader

s = af NV

Re: OPDRA Labeling Consult Dated 10/02/00: Consult #: 0d- d‘Iéo ]
Date: 21.DEC-2000 h B R S

Comments:

. This memorandum is in reference to the OPDRA consult (# 00~0190) dated 10/02/00 in which -
B OPDRA made reeommendanons on the sponsor’s drug product primary and secondary packaging
-—labeling as well as on the appearance of the drug product itself. The consult comments are :
deemed by this reviewer to be not in relationship to the product under review.

~ For example:

" OPDRA STATEMENTS: - - -
“The blisters contain ~ tablets with an empty square in the middle of the pack”

“Although the — stre_ngths... - —

REVIEWER COMMENTS:

The blisters do not -'contain ~ tablets. The blisters contain 10 capsula' -

' The drug product is manufactured in ng and. 4mg doses not === _ doses.
Finally, the sponsor submitted mfonnatlon concerning drug product primary and secondary -
. packaging to their application in their amendment submissions dated 07-DEC-2000 and 15-DEC-
*"2000. The mock-up printed labeling was revxewed by this reviewer in CMC review #1 dated 19-
DEC-2000 and deemed satisfactory. :

- _ Thus, the comments made by OPDRA reviewers in OPDRA consult # 00-0190 concerning
primary and secondary drug product packaging and the to-be-manufactured drug product dosage
form for NDA 21-228 are found not applicable and are superceded by the review results of the
: sponsor s amendment submissions dated 07-DE(‘-7QOO and 15-DEC-2000. -
SPECIAL NOTE: Tlns memorandum DOES NOT na'alldate OPDRA’s review of the drug
product tradename. A

Concluslon

It is therefore determined that the CMC information provided for drug product mock-up labelmg

in the sponsor’s amendment submissions dated 07-DEC-2000 and 15-DEC-2000 is adequateto -

support NDA 21-228. The filing of this memorandum was given verbal concurrence from the
" project manager for NDA 21-228 and the Deputy Director for HFD-580

. The status of the sponsors application, as stated in CMC Review #1 dated 19-DEC-2000, remains o
/7 *APPROVED’ from a Chemistry, Manufacturing, and Controls perspective. )

- .«  HFD-580Division File (NDA 21-228)  ~
HFD-580MOrtwerth/MRhee o
HFD-580PM.CSO/EFarinas |



